Assaf Harofe Medical Center, Zerifin, Israel, 6 Institute of Allergy, Immunology & Pediatric Pulmonology, Zeriffin, Israel. RATIONALE: Changes to the gut microbiota have been associated with allergies to individual foods. However, whether an intersecting common dysbiotic state exists in IgE-mediated food allergy (FA) across the major allergenic food types, is unclear. Our objective was to identify a gut microbial signature associated with IgE-mediated FA, and to determine whether unique clusters exist for each of the allergenic foods studied. METHODS: Fecal samples were collected from 309 allergic patients (86 milk, 85 peanut, 89 treenut, 37 sesame, 12 egg), and an age-matched control group (n540). Gut microbiome was profiled by bacterial 16S rRNA sequencing on an Illumina MiSeq platform and microbiome analyses performed using QIIME2. Alpha (within sample) and Beta (between sample) diversity were calculated. RESULTS: A preliminary analysis was performed on approximately half of the samples obtained. The microbiome composition of allergic patients was significantly different compared to age-matched controls. Beta diversity differences were observed (p<0.001), indicating the presence of a potential gut microbiota signature in IgE-mediated food allergy (Figure 1 ). Allergic patients had significantly reduced Bacteroidetes and Proteobacteria, and a higher abundance of Firmicutes and Actinobacteria, as compared to age-matched controls. PCoA of samples via weighted and unweighted UniFrac revealed that treenuts allergic group was significantly more similar to one another than was the milk allergic group (p<0.001). CONCLUSIONS: These results suggest that patients with persistent IgEmediated FA have a specific microbiota signature. The role of altered input from both the allergic state and the particular nutritional deficits associated with each food needs to be explored.
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Mixed cellular inflammation is increased in adult asthma with severe chronic rhinosinusitis 1 Nagoya University Graduate School of Medicine, Nagoya, Japan, 2 Kariya Toyota General Hospital, Aichi, Japan. RATIONALE: Chronic rhinosinusitis (CRS) is one of the important comorbidities of asthma. Though sinus computed tomography (CT) image is widely used to evaluate CRS, the relationship between sinus CT findings and lower airway inflammation of asthma is not well defined. METHODS: Fifty-seven adult asthma patients who were underwent sinus CT images were enrolled. Severity of CRS was evaluated according to Lund-Mackay score (LMS). Induced sputum, peripheral blood mononuclear cells (PBMC), plasma samples and clinical data were obtained and analyzed together with CT findings. All participants signed informed consent forms approved by the Ethics Committee of our institution. RESULTS: LMS was positively correlated with blood eosinophils (%) (r50.32 p50.02), mean fluorescence intensity (MFI) of IL-5 on CD4 T cells (r50.40 p50.03) and sputum eosinophils (%) (r50.37 p50.001). FEV1/FVC % was negatively correlated with LMS (r5 -0.224 p5 0.094). Sputum inflammatory phenotype was categorized as follows: paucicellular (24.6%), neutrophilic (19.3%), eosinophilic (35.1%) and mixed cellular phenotype (21.1%). The proportion of mixed cellular phenotype was increased in severe CRS group (LMS 12-24) compared with that in no CRS (LMS 0-4) and mild-moderate CRS (LMS 5-11) group. CONCLUSIONS: LMS was related with eosinophilic inflammation in asthma. In addition, mixed cellular phenotype was increased in high LMS group. Sinus CT scan may be a useful tool for management of adult asthma. McMaster University, Hamilton, ON, Canada, 2 University of Alberta, Edmonton, AB, Canada. RATIONALE: Increased levels of sputum autoantibodies (aAbs) were reported in the airways of severe asthmatics with recurrent infective bronchitis. We hypothesized that autoantibody-mediated macrophage (M4) dysfunction could contribute to impaired host defence. METHODS: Sputum anti-eosinophil peroxidase IgG levels were used as a marker of airway autoimmunity. Immunoprecipitated immunoglobulins (IP-Igs) from sputa with high (n54), low/no (n54) aAb titers and healthy (n53) were incubated with peripheral blood monocytes for 24 hours, and assessed for cytokine release (Eve Technologies, Alberta). Monocytederived M4s (MDMs) were primed with IP-Igs (5 mg/5x10 5 M4) for 30 min at 378C and further incubated with S. pneumoniae P1547 to test their phagocytic ability. Finally, Ip-Ig reactivity against non-permeabilized M4s was tested using immunofluorescence (IF), and macrophage receptor with collagenous structure (MARCO) was assessed as one of the possible target antigen (ELISA). RESULTS: Sputum with high aAb titers allowed significant release of pro-inflammatory cytokines from monocytes viz., tumour-necrosis factor alpha, IL-6, IL-1ß and granulocyte macrophage-colony stimulating factor (P<0.05). Increased detection of anti-MARCO (IgG) titers up to 1:8 were evident in eosinophilic asthmatics with recurrent infections (n519) compared to those without (n523) (P<0.001), further confirmed by IF. Compared to untreated, MDMs primed with sputum IP-Igs with detectable (n56) and low/nil anti-MARCO IgGs (n54) compromised bacterial uptake by 39615% and 1067% respectively (P50.004). There was no effect on innate killing capacity. CONCLUSIONS: We report that presence of sputum aAbs against M4 proteins, in particular scavenger receptors, could impede effective host defense and lead to recurrent infective bronchitis in eosinophilic asthmatics.
